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App1icant(8) 
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1652 


, - Hie MAiUNG OATC of this eommwfcatim appears on the cover sheet with Ifte GomsDondence aidiSs^ — 
Penod for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. ^ 

' ^"f^^JjaS^}^ a«aable ureter the provisions of 37 CFR 1.136(^. In no ev«nt. however, may a repty be timefy fUed 
after SIX (B)^40NTHS from fteinaaifig date erf thbcwwnunlcato • kf umwyiww 

* H IIl^ ^ ^1^^ pecifM^ above b l«s than thirty (30) days, a repfy within the statutory mWtitim of thirty (30) days wfll be considered timely 
. J NO penod ^ r^ ^f^^^ above the m^mum statutory period vwUI appV and wfll expire SIX (6) MONTHS frorTthe maT^^ of thS^lnmonlcatten 
. Failure to reply wrthlntfws^oreMefi^^ (35 U S C T 133) 

Any repiy received byfte Office later thanlhree months after the malting date of this communication, even if timely filed. nwreAiw an v 
earned patenttemta^lustntenl. aee37 CFR 1.704(b). y owy » eouce any 

Status 

1)S Responsive to cofnfnunicatlon(s) filed on 2/3/03./2/5/03. 2/7/[>3. S/2/03 A 7/1SA}4 
2a)n This action is FINAL. 2b)E This action Is non-final. 

3) 0 Since this application is in condition for aBowance except for fonnal matters, prosecution as to the merits Is 

closed in accordance with the practice under £x parte Qua^, 1935 CO. 11, 453 O.G. 21 3. 

Disposition of Clainfis 

4) H Clalm(s) 86-154 Is/are pending In the application. 
4a) Of the at>ove claim(s) 124-140 and 144^150 is/are withdrawn from con^deratlon. 

5) S Claifh(s)llM20 is/are allowed. 

6) E Clalmfs) B6. 106. 108^116. 121^ 123. 141-143 and ^UiRA M^ru «>jontoH 

7) E| Claim(s) 87-105 and 107 Is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement 

Application Papers 

9) 12 The specification is objected to by the Examiner. 

1 0) D The drawing(s) filed on is/are: a)^ accepted or objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held bi abeyance. See 37 CFR 185(a). 
Replacement drawing sheet(s) including the correction Is required if the drawlng(s) is objected to. See 37 CFR 1.121(d). 

1 1) 0 The oath or declaration Is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 
Priority under 35 U.S.C. § 119 

12) ia Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)*(d) or (0. 
a)B All b)D Some * c)D None of: 

1 .ia Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 


Attachment(s) 

II H °! ^'^r'^ ""^'^^ ^^^^^^ ^) □ summary (PTOSIS) 

2) LJ Notice of Draftsperson s Patent Drawing Review (PTCW48) Paper No(s)^il Date. 

3) □ Information Disclosure Statement{8) (PTO-1449 or PTO/SB/M) 5) □ Notice of Informal Patent Application (PTO-1 52) 

Paper No(a)/Malt Date , gj Q Oiher. 
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Applicant's election with traverse of Group I, claims 86-110 and 151- 
154 in the reply filed on 7/15/04 is acknowledged. The traversal is on the 
ground (s) that the rules of unity of invention under 35 USC § 371 and PCT rule 
13 have not been met. This is not found persuasive because of the reasons 
discussed iafxa: 

(1) ^plicants argue that the European searching authority when mak- 
ing the search has already determined that there was unity of invention. It 
is pointed out that rules for examination of patents in Europe and the U.S. 
vary widely and what is done in one jurisdiction is not binding upon the ot- 
her jurisdiction. This is a 35 USC § 371 U.S. application and will be exam- 
ined according to U.S. rules and practice. 

(2) Applicants further argue that *Ma]ccording to Article 27, para- 
graph of the PCT, it is not possible for a National Office, as the Examiner 
attempts here, to add additional requirements to those of the PCT treaty and 
implementing Rules. The instant paragraph states ^MD No national law shall 
require con^liance with requirements relating to the form or contents of the 
international application different from or additional to those which are 
provided for in this Treaty and the Regulations." The instant unity of in- 
vention requirement does not relate to ^^form or contents of the international 
application different from or additional to those which are provided" by the 
PCT treaty and rules. It relates to examination rules and unity of inven- 
tion/restriction practice in the U.5, Therefore this argument has no bearing 
upon the instant discussion. 

(3) Finally applicants argue that the examiner has applied Rule 13 
incorrectly in that the '^single inventive concept" is an anti-Factor VIII 
allo-antibody which is capable of degrading Factor VIII in a mammal. This is 
not found persuasive because the groups that will be examined, listed infra. 
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are drawn to methods of determining the presence of anti-Factor VIII alio- 
antibodies, anti-Factor VIII antibodies, individual amino acid sequences and 
analogs of them, a method of neutralizing catalytic anti-Factor VIII allo- 
antibodies and an anti-Factor VIII allo-antibody inhibitor. The remaining 
claims are drawn to methods of treatment and pharmaceutical compositions. 
These are additional methods and the coicpound used for them than the methods 
that will be examined. 

The requirement is still deemed proper and is therefore made FINAL. 

After further consideration the examiner will examine claims 86-123, 
141-143 and 151-154. Claims 124-140 and 144-150 are withdrawn from further 
consideration pursuant to 37 CFR 1.142(b), as being drawn to a nonelected 
invention, there being no allowable generic or linking claim. Applicant 
timely traversed the restriction (election) requirement in the reply filed on 
7/15/04. 

This application does not contain an abstract of the disclosure as 
required by 37 CFR 1.72(b). An abstract on a separate sheet is required. 

This application contains sequence disclosures that are encompassed by 
the definitions for nucleotide and/or amino acid sequences set forth in 37 
CFR 1.821(a)(1) and (a)(2). However, this application fails to comply with 
the requirements of 37 CFR 1.821 through 1,825 because at least the sequences 
on page 5, 7, 20, claims 111-113, 121-123, 135-137, 141-143 and 148-150 are 
not labeled as to SEQ ID NO. Also, there is reference made to specific resi- 
dues in the sequence of Factor VIII but the sequence of this protein is not 
included in the CRF or written sequences. Because the application could be 
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examined without this disclosure this has been done but it must be included 
in the patent file before any patent can be issued. 

The disclosure is objected to because of the following informalities: 
The specification refers to figures but no figures were submitted with 
application filed on 1/22/02. However, the transmittal letter filed on that 
date states that a copy of the application is attached and a 35 USC § 371 case 
the file is supposed to be identical with the PCT application, which contains 
the figures. The patent office apparently lost the drawings filed with this 
application- The easiest way to put the figures into this 371 application is 
for applicants to include them in an amendment. This would not be new mat- 
ter. 

There is no recitation of '"Figure 3 A-C^ in the Brief Description Of 
The Drawings, Neither is there an explanation of the different lanes or the 
conditions in A-C of the instant figure. Applicants should be careful not to 
include ""new matter'' in adding this information. 

Appropriate correction is required. 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, 
manufacture, or composition of matter, or any new and useful improvement 
thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 

Claims 111-116, 141-143 and 151-154 are rejected under 35 U.S.C. 101 
because the claimed invention is directed to non-statutory subject matter. 
In U.S. patent practice there must be some indication of the intervention of 
the ^"hand of man" in product claims. Adding ""isolated" or a similar term to 
the instant claims would overcome this rejection. 
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Claims 111-113 are rejected under 35 U.S.C. 101 because the claimed in- 
vention is not supported by either a specific or slibstantlal asserted utility 
or a well established utility. 

The instant claims are drawn to specific amino acid peptides. Presum- 
ably these are the regions of cleavage of Factor VIII by the allo-antibody of 
the claims. There is not disclosed or asserted any specific or substantial 
use for these peptides. Presumably if the peptides were added to the Factor 
Vlll/allo-antibody mix they would be cleaved and thus would not be inhibitors 
of the reaction. The statement on page 16 that Figure 4 shows that ^'increas- 
ing amovmts of unlabelled Factor VIII (added to a fixed concentration of la- 
beled Factor VIII] resulted in dose -dependent inhibition of hydrolysis. ..by 
anti-Factor VIII IgC is not agreed with. Figure 4 shows that when more Fac- 
tor VIII is added the rate of hydrolysis increases, not decreases. If the 
examiner has mischaracterized this then applicant should point this out in 
detail. At any rate, these 3 peptide are not Factor VIII and applicants have 
not shown that these peptides would inhibit the activity of the antibody or 
any other utility. 

Claims 111-113 are also rejected under 35 U.S.C. 112, first paragraph. 
Specifically, since the claimed invention is not supported by either a speci- 
fic or substantial asserted utility or a well established utility for the 
reasons set forth above, one skilled in the art clearly would not know how to 
use the claimed invention. 

Claims 86, 106, 108-110, are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and 
distinctly claim the subject matter which applicant regards as the invention. 
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Claim 86 is confusing and indefinite in the recitation of ^^said Factor 
VIII has effectively been degraded../' on lines 8-9. What is meant by '^effec- 
tively". Is it meant to be any degradation that can be shovm e.g. on a PAGE 
gel, that Factor VIII has been completely degraded, that Factor VIII no lon- 
ger has any activity in the clotting process / some intermediate between these 
states, etc.? 

Claims 106, 108 and 109 are indefinite in the recitation of "^such as*^. 
It is not known whether this limitation is meant to be limiting or simply il- 
lustrative. 

Claim 110 is indefinite in the recitation of "^said sequencing". There 
is no antecedent basis for this phrase in claim 104. 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and 
of the manner and process of making and using it, in such full, clear, 
concise, and exact terms as to enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and 
use the same and shall set forth the best mode contemplated by the inventor 
of carrying out his invention. 

Claims 114-116, 121-123 and 141-143 are rejected under 35 U.S.C. 112, 
first paragraph, as failing to con^ly with the enablement requirement. The 
claim (s) contains subject matter trfiich was not described in the specification 
in such a way as to enable one skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and/or use the invention. 

The instant claims are dravm to analogs of the three peptide sequences 
that are presumably the cleavage sites for the anti-Factor VIII allo-anti- 
body. The specification does not teach that an analog has been made nor that 
this analog will inhibit the activity of the antibody. Furthermore the spe- 
cification does not teach which analogs should be made and used. Therefore, 
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the specification does not enable one of ordinary skill in the art to make 
and/or use analogs as in the instant claims. 

The following is a quotation of the appropriate paragraphs of 35 
U.S.C. 102 that form the basis for the rejections under this section made in 
this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or 
a foreign country or in public use or on sale in this country, more than one 
year prior to the date of application for patent in the United States. 

(e) the invention was described in (1) an application for patent, published 
under section 122(b), by another filed in the United States before the in- 
vention by the applicant for patent or (2) a patent granted on an applica- 
tion for patent by another filed in the United States before the invention 
by the applicant for patent, except that an international application filed 
under the treaty defined in section 351(a) shall have the effects for pur- 
poses of this subsection of an application filed in the United States only 
if the international application designated the United States and was pub- 
lished under Article 21(2) of such treaty in the English language. 

Claims 111-113 are rejected under 35 U.S.C. 102 (b or e) as being anti- 
cipated by 111, et al. (A), Lollar^ et al. (B) or Voorberg (C) . Ill, et al. 
teach SEQ ID N0:l-3 at residues 392-398, 820-826 and 934-940, respectively of 
SEQ ID NO: 3. Lollar, et al. teach SEQ ID NO: 1 at residues 1-7 of SEQ ID 
NO: 4 and SEQ ID NO:2-3 at residues 1681-1687 and 1795-1801 of SEQ ID N0:2, 
respectively. Voorberg teaches SEQ ID NO: 1-3 at residues 392-398, 1010-1016 
and 1124-1130 of SEQ ID NO: 2, respectively. 

Claims 151-154 are rejected under 35 U.S.C. 102 (b) as being anticipated 
by either of Fulcher, et al. (U), Gilles, et al . (V) , Fi jnvandrast, et al. 
(W), Saenko, et al. (X and U-1) or Goldsmith (V-1) . Fulcher, et al,, Gilles,- 
et al., Fijnvandrast, et al», Saenko, et al. (U*l) and Goldsmith each teach 
an anti-Factor VIII allo-antibody in at least the abstract. Saenko, et al. 
(X) teach the antibody in at least the last full paragraph on page 11601. 
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The instant claims are drawn to the antibody (1) which has catalytic activi- 
ty, (2) is^ obtainable by the method of claim 66 and (3) that cleaves certain 
bonds. The catalytic activity is an inherent characteristic and does not af- 
fect the patentability of the product per se. Likewise the particular bonds 
that it cleaves is an inherent characteristic. Claim 152 states that the an- 
tibody is **obtainable" by the method of claim 86, which method assays for de- 
gradation of Factor VIII. However, the antibody may be obtained from other 
sources and still meet the requirements of the instant claim. 

Claims 117-120 are allowed. Claims 87-105 and 107 are objected to as 
being dependent upon a rejected base claim. 

Copies of Fulcher, et al. (U) , Gilles, et al. (V), Fijnvandrast, et al. 
(W) and Saenko, et al. (X and U-1) are not being sent because they were cited 
in the corresponding PCT search report. 

Any inquiry concerning this communication or earlier communications 
from the examiner should be directed to Charles L. Patterson, Jr., PhD, whose 
telephone number is 571-272-0936. The examiner can normally be reached on 
Monday - Friday from 7:30 to 4:00. 

If attertpts to reach the examiiner by telephone are unsuccessful, the 
examiner's supervisor, Ponnathapura Achutamurthy, can be reached on 571-272- 
0928, The fax phone number for the organization where this application or 
proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status informa- 
tion for published applications may be obtained from either Private PAIR or 
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Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see 
http://pair-direct.uspto.gov. Should you have questions on access to the 
Private PAIR system, contact the Electronic Business Center (EBC) at 866-217- 


9197 (toll-free) . 


Charxes L. Patterson, Jr. 
Primary Examiner 
Art Unit 1652 



Patterson 
September 8, 2004 


